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DETAILED ACTION 

The following office action is a responsive to the Amendment filed, 01/28/08. 
The amendment filed 01/28/08 affects the application, 10/524,653 as follows: 
The responsive to applicants' arguments is contained herein below. 

Claims 1-16 are pending in the application 
Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the i mention was made to a person having ordinary skill in the art to which said subject matter pertains. Patentability 
shall not be negatived by the manner in which the invention was made. 

Claims 1-5, 12-14, 16 are rejected under 35 U.S.C. 103(a) as being unpatentable over Xu 
et al. (Y ao Xue Xue Bao = Acta Pharmaceuticals Sinica, (2001 May) vol. 36, No. 5, pages 329- 
333) in view of Habon et al. (Pharmazie (1984), 39 (12), pages 830-4). 

In claim 1, applicant claims an inclusion complex of butylphthalide with cyclodextrin or 
cyclodextrin derivatives, comprising butylphthalide and cyclodextrin or cyclodextrin derivative, 
wherein the molar ratio of butylphthalide to cyclodextrin or cyclodextrin derivatives is 1:1-10. 
Claims 2-5 are drawn to said inclusion complex involving the use of specific types of 
cyclodextrins. Claims 12-14 are drawn to a pharmaceutical composition comprising said 
complex and specific forms of said composition. 

Xu et al. disclose butylphthalide which has antithrombotic activity and antiplatelet 
activity when administered to rats (see abstract). 
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The difference between applicant's claimed compound or composition and the compound 
or composition of Xu et al. is that applicant's compound is complexed with cyclodextrin. 

Habon et al. disclose that complexation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose that the 
enhanced bioavailability is controlled or depends on factors such as solubilities, stability 
constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that the compounds 
can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the claimed 
invention was made in view of Xu etal. and Habon et al. to have prepared a complex of 
butylphthalide with cyclodextrin or a derivative in order to the enhance the bioavailability of the 
drug due to complexation by administering said complex to a subject and consequently to 
improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu etal. and 
Habon et al. to have prepared a complex of butylphthalide with cyclodextrin or a derivative in 
order to enhance the bioavailability of the drug due to complexation by administering said 
complex to a subject and consequently to improve the treatment of thrombosis, based on factors 
such as the severity of the thrombosis and the type of subject treated. It should be noted that the 
use of specific ratios of drug to cyclodextrins also depends on factors such as the severity of the 
thrombosis and the type of subject treated. It should be noted that the use of specific forms or 
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formulations of said drugs such as butylphthalide is well-known in the art and is well within the 
purview of a skilled artisan. 

In claim 16, applicant claims a method of treating thrombosis comprising administering a 
therapeutically effective amount of the inclusion complex according to claim 1 to a patient. 

Xu et al. disclose a method of treating thrombosis by administering butylphthalide having 
antithrombotic activity and antiplatelet activity to rats (see abstract). 

The difference between applicant's claimed method and the method of Xu et al. is that 
applicant's compound is complexed with cyclodextrin. 

Habon et al. disclose that complcxation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose that the 
enhanced bioavailability is controlled or depends on factors such as solubilities, stability 
constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that the compounds 
can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the claimed 
invention was made in view of Xu et al. and Habon et al. to use the method of Xu et al. to treat 
thrombosis in a subject by administering a complex of butylphthalide with cyclodextrin or a 
derivative to said subject in order to enhance the bioavailability of the drug due to complexation 
and consequently to improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu et al. and 
Habon et al. to use the method of Xu et al. to treat thrombosis in a subject by administering a 
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complex of butylphthalide with cyclodextrin or a derivative to said subject in order to enhance 
the bioavailability of the drug due to complexation and consequently to improve the treatment of 
thrombosis, based on factors such as the severity of the thrombosis and the type of subject 
treated. It should be noted that the use of specific ratios of drug to cyclodextrins also depends on 
factors such as the severity of the thrombosis and the type of subject treated. 

Claims 6-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over Habon et al. 
(Pharmazie (1984), 39 (12), pages 830-4) in view of Xu et al. (Yao Xue Xue Bao = Acta 
Pharmaceuticals Sinica, (2001 May) vol. 36, No. 5, pages 329-333). 

In claim 6, applicant claims a process for preparing the inclusion complex of 
butylphthalide with cyclodextrin or cyclodextrin derivatives, comprising the steps of adding 
cyclodextrin or cyclodextrin derivatives into a suitable solvent vehicle to obtain a solution with a 
concentration of 5-60%, adding butylphthalide into the solution, stirring to obtain a liquid 
inclusion complex of butylphthalide with cyclodextrin or cyclodextrin derivatives. Claims 7-8 
are drawn to said process further involving steps of drying, precipitation and filtering to produce 
specific forms of said complex, and the use of specific solvents. Claims 9-10 are drawn to a 
process of preparing said inclusion complex with cyclodextrin or cyclodextrin derivatives 
comprising specific steps involving drying, precipitation and filtering to produce specific forms 
of said complex, and the use of specific solvents. 

Habon et al. disclose a method of complexation of drugs with cyclodextrin to enhances 
the bioavailability of said drugs in vivo (see abstract). Furthermore, Habon et al. disclose that 
the enhanced the bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose that the 
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enhanced bioavailability is controlled or depends on factors such as solubilities, stability 
constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that the compounds 
can be administered in oral dosage forms (see abstract). 

The difference between applicant's claimed method and the method of Habon et al. is the 
type of drug used. 

Xu et al. disclose that butylphthalide has antithrombotic activity and antiplatelet activity 
when administered to rats (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the claimed 
invention was made in view of Habon et al. and Xu ctal. to use the method of Habon et al. to 
prepare a complex of butylphthalide with cyclodextrin or a derivative in order to ennhance the 
bioavailability of drug due to complexation by administering said complex to a subject and 
consequently to improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Habon et al. 
and Xu etal. to use the method of Habon et al. to prepare a complex of butylphthalide with 
cyclodextrin or a derivative in order enhance the bioavailability of drug due to complexation by 
administering said complex to a subject and consequently to improve the treatment of 
thrombosis, based on factors such as the severity of the thrombosis and the type of subject 
treated. It should be noted that the use of specific ratios of drug to cyclodextrins also depends on 
factors such as the severity of the thrombosis and the type of subject treated. It should be noted 
that the use of specific forms or formulations of said drugs such as butylphthalide is well-known 
in the art and is well within the purview of a skilled artisan. Also, the use of common solvents 
and conventional techniques such as drying, precipitation and filtration in order to purify or 
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produce specific forms a compound such as butylphthalide is common in the well-known in the 
art and is well within the purview of a skilled artisan. 

Claim 15 is rejected under 35 U.S.C. 103(a) as being unpatentable over Xu et al. (Yaoxue 
Xuebao (1999), 34(3), 172-175) in view of Habon et al. (Pharmazie (1984), 39 (12), pages 830- 
4). 

In claim 15, applicant claims a method of treating ischemia-induced disease comprising 
administering a therapeutically effective amount of the inclusion complex according to claim 1 
to a patient. 

Xu et al. disclose a method of treating cerebral ischemia by administering butylphthalide 
to rats (see abstract). 

The difference between applicant's claimed method and the method of Xu et al. is that 
applicant's compound is complexed with cyclodextrin. 

Habon et al. disclose that complexation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose that the 
enhanced bioavailability is controlled or depends on factos such as solubilities, stability 
constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that the compounds 
can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the claimed 
invention was made in view of Xu et al. and Habon et al. to use the method of Xu et al. to treat 
ischemia such as ischemia-induced disease in a subject by administering a complex of 
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butylphthalide with cyclodextrin or a derivative to said subject in order to enhance the 
bioavailability of the drug due to complexation and consequently to improve the treatment of 
thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu et al. and 
Habon et al. to use the method of Xu et al. to treat ischemia such as ischemia-induced disease in 
a subject by administering a complex of butylphthalide with cyclodextrin or a derivative to said 
subject in order to ennhance the bioavailability of the drug due to complexation and 
consequently to improve the treatment of thrombosis, based on factors such as the severity of the 
thrombosis and the type of subject treated. It should be noted that the use of specific ratios of 
drug to cyclodextrins also depends on factors such as the severity of the thrombosis and the type 
of subject treated. 

Response to Arguments 

Applicant's arguments with respect to claims 11-18, 21-27, 34-47 have been considered 
but are not found convincing. 

The applicant argues that one skilled in the art would understand from Xu2001 that 
butylphthalide is only sometimes effective, but is effective when administered as essentially pure 
active agent. Consequently however, one skilled in the art would expect a lower ratio or percent 
of the active agent would be required when said active agent is complex with the cyclodextrin 
since the cyclodextrin enhances the bioavailability of the drug due to complexation. That is, one 
having ordinary skill in the art would have been motivated in view of Xu etal. and Habon et al. to 
have prepared a complex of butylphthalide with cyclodextrin or a derivative in order to enhance 
the bioavailability of the drug due to complexation by administering said complex to a subject 
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and consequently to improve the treatment of thrombosis, based on factors such as the severity of 
the thrombosis and the type of subject treated. 

The applicant argues that Habon is theoretical and completely ignores the fact that it 
would be impossible for all drugs with different molecular structures, sizes or molecular weights 
in properties to be successfully complexed with cyclodextrin to improve solubilities or any other 
characteristics. Moreover, it must be remembered that the Applicants maintain the molar ratio, of 
butylphthalide to cyclodextrin at a ratio of 1 : 1-10. In other words, the active agent is at most at 
about a 50% ratio relative to the cyclodextrin. This is sharply contrasted to the Xu 2001 
disclosure which employs substantially pure butylphthalide. Given that Xu 2001 established that 
it was in many instances unsuccessful in showing activity, but in any event showed successful 
activity at near pure levels, the Applicants respectfully submit that one skilled in the art would 
not reasonably expect an inclusion complex of butylphthalide with cyclodextrin or cyclodextrin 
derivatives at a molar ratio of no more that about 50% butylphthalide to be effective. In fact, the 
Applicants respectfully submit that one skilled in the art would have a reasonable expectation 
that it would not be successful because of the prior demonstration by Xu 2001 that nearly pure 
butylphthalide is needed to have some expectation of Success. On the contrary however, one 
skilled in the art would expect a lower ratio or percent of the active agent would be required 
when said active agent is complex with the cyclodextrin since the cyclodextrin enhances the 
bioavailability of the drug due to complexation. Consequently, one having ordinary skill in the 
art would have been motivated in view of Xu etal. and Habon et al. to have prepared a complex 
of butylphthalide with cyclodextrin or a derivative in order to enhance the bioavailability of the 
drug due to complexation by administering said complex to a subject and consequently to 
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improve the treatment of thrombosis, based on factors such as the severity of the thrombosis and 
the type of subject treated. 

The applicant argues that Xu 200 1 does not disclose cyclodextrin and, accordingly; 
inherently does not disclose the first step of adding cyclodextrin or cyclodextrin derivatives into 
a solvent to obtain a solution with a concentration of 5-60%. However, Habon et al. discloses 
the use of cyclodextrin as set forth above and the rejection was made over Habon et al. in view of 
Xu et al. (see above rejection). 

The applicant argues that there is: also no disclosure of the Applicants' claimed subject 
matter, of adding cyclodextrin or cyclodextrin derivatives into a solvent to obtain a solution with 
a concentration of 50-60%. This is also important because it means that the hypothetical 
combination of Xu 2001 with Habon would still result in a process for preparing a complex that 
does not include the step of adding cyclodextrin or cyclodextrin derivatives into a solvent vehicle 
to obtain a solution of a concentration of 5-60%. However, it should be noted that the 
complexation of a drug such as butylphthalide by addition or mixing of the commonly used 
complexing agent cyclodextrins to said drug is well-known in the art and is well within the 
purview of a skilled artisan. Also, the order in which the butylphthalide and the cyclodextrin are 
mixed or are added to each other should not affect the complex produced. Furthermore, it should 
be noted that applicant has not indicated that said order affects the complex produced. 

The applicant argues that Habon completely ignores the concentration of cyclodextrin or 
cyclodextrin derivatives. in the Solvent. There is no disclosure on this point at all. There is some 
minor disclosure of the molar ratios of a drug (although none are specifically identified) to 
cyclodextrin, there is no mention of the cyclodextrin concentration relative to the solvent. For 
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example, there is a drug/cyclodextrin molar ratio of 1 :1 on page 831, right-hand column, mid 
paragraph, and a drug to cyclodextrin molar ratio of 1 :2 on the same page at the bottom of the 
paragraph. However, there is no disclosure of the concentration of cyclodextrin or 
cyclodextrin.derivatives with respect to the solvent. However, it should be noted that the use of 
specific ratios of drug to cyclodextrins also depends on factors such as the severity of the 
thrombosis and the type of subject treated. 

The applicant argues that importantly, there is also a disclosure in Xu 1999 that nearly 
pure 3-n-butylphthalidc with a purity of more, than 96% was used. Thus,, like Xu 2001, one 
skilled in the art would not have reasonable expectation of success that the combination of 
Habon with Xu 1999 would result in a Successful method of treating ischemia-induced disease. 
The reason is that Xul999 uses nearly pure butylphthalide and the Applicants' Claim 15 uses an 
inclusion complex wherein, the molar ratio butylphthalide to cyclodextfin or cyclodextrin 
derivatives is at most about 50% butylphthalide. As a result, one skilled in the art would have no 
expectation with respect to utilization of the claimed inclusion complex in a method of treating 
an ischemia-induced disease. Consequently however, one skilled in the art would expect a 
lower ratio or percent of the active agent would be required when said active agent is complex 
with the cyclodextrin since the cyclodextrin enhances the bioavailability of the drug due to 
complexation. That is, one having ordinary skill in the art would have been motivated in view of 
Xu etal. and Habon et al. to have prepared a complex of butylphthalide with cyclodextrin or a 
derivative in order to enhance the bioavailability of the drug due to complexation by 
administering said complex to a subject and consequently to improve the treatment of 
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thrombosis, based on factors such as the severity of the thrombosis and the type of subject 
treated. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8.30am-5pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia A. Jiang can be 
reached on 571-272-0627. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Michael C. Henry 

April 27, 2008. 



/Shaojia Anna Jiang, Ph.D./ 

Supervisory Patent Examiner, Art Unit 1623 



